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A new antitumor compound has been isolated from a fermentation broth of a strain of Aspergillus terreus. The antitumor compound was originally designated as G-2408 and has subsequently been named quadrone.
This paper deals with the production, isolation and chemical characterization of quadrone. The structure of this compound will be reported elsewhere.
Taxonomy of the Producing Organism
The organism which produces quadrone was obtained from a soil sample collected in Tipperary, Northern Territory, Australia. The organism has been identified as A. terreus by comparison of the morphology (Table 1 ) and colony characteristics (Table 2) with those given by RAPER and Primary series are 5-6 µ x 2-3 µ with a phialide shape; secondary series are 5-7ax2p, Globose with a smooth wall and are 2-2.5 u in diameter. 
Experimental Assay Procedures
Assay of the cytotoxic activity was determined by established methods using KB cells in vitro.
3) The LD;o value was determined by intraperitoneal injection in 20 g mice.
Thin-Layer Chromatographic Procedures
Thin-layer chromatograms were run on silica gel G using chloroform -methanol (9: 1, v/v) as the solvent system. KB active components were determined by separation on preparative thin-layers followed by elution with methanol, and detection in the KB assay. Visualization was carried out with a p-anisaldehyde, sulfuric acid, acetic acid and ethanol (5: 5: 1: 90) spray followed by heating at 110°C until maximum color development occurred. Quadrone developes as a light yellow spot.
Spectroscopic Methods
Proton magnetic resonance spectra were recorded on a Varian H-100 spectrometer. Quadrone was solubilized in CDCI3 (approximately 200 mg/ml). Carbon magnetic resonance spectra were recorded on a JEOL PFT 100, equipped with a Nicolet data system.* NMR and CMR chemical shifts are reported as 8 (ppm) units relative to tetramethylsilane.
Complete high resolution mass spectra were obtained on an AEI Model MF30 mass spectrometer equipped with a DS30 data system.** 350 rpm, and air was supplied at the rate of 2 liters/minute. The fermentor was maintained at 25°C, and the broth was harvested after 7 days.
Isolation of Quadrone
Sixty liters of broth inoculated with A. terreus NRRL 11,156 was fermented as above, and the broth was harvested after 7 days. The broth was filtered, and the filtrate was extracted with n-butanol four times (1: 4, n-butanol -broth, v/v). The n-butanol was removed at reduced pressure in a thin-film evaporator. The resulting syrup was triturated with chloroform and the chloroform was removed by thin-film evaporation at reduced pressure. A small portion of the resulting syrup was used for thin-layer chromatography, and it was determined by bioassay that gaadrone had an Rf of 0.67 in chloroform -methanol (9: 1, v/v). From preparative thin-layer chromatography a small amount of crystalline material was obtained, and this was used for seeding the chloroform-soluble material. Upon standing overnight at 4°C, quadrone crystallized. After recrystallization from methanol-water, 12.5 g of quadrone, melting point 185-186°C, was obtained.
Chemical Characterization
Quadrone has a molecular weight of 248.1418 as determined by high resolution mss spectrometry. This corresponds to a molecular formula of C13H2003 (calculated 248.1412). A bar graph of the low resolution mass spectrum is shown in Fig. 1 .
The IR spectrum ( The proton NMR spectrum (Fig. 3) Absorptions observed in the CMR spectrum and their tentative assignments are shown in Table 3 .
Further studies on the structure are underway and will be reported shortly.
Discussion and Results
Biological Activity:
The yield of quadrone produced by A. terreus NRRL 11,156 was 0.2 mg/ml.
The ED;o of quadrone (NSC #284437) in the KB assay was 1.3 ag. The intraperitoneal LDeo (mouse)
value was found to be greater than 340 mg/kg. Quadrone was not found to have antibacterial or antifungal activity at levels of 100 ,ug/ml or below. 
